. Primer sets used for cloning of C. gigas AKH and the four C. gigas AKH receptors. Figure S1 . cDNA and corresponding amino acid sequence of the C. gigas AKH preprohormone. The signal sequence (highlighted in grey and underlined) is followed by the AKH sequence (highlighted in yellow). The KR sequence (highlighted in green) is recognized by prohormone convertase that cleaves the protein C-terminally of the R residue. Subsequently the Cterminal KR residues are removed by a carboxypeptidase, after which the G residue (highlighted in blue) is converted into a C-terminal amide group. The C-terminal half of the preprohormone is highlighted in grey and contains two C residues (underlined) that form a cystine bridge. The cloned cDNA sequence was submitted to GenBank with the following accession number: KM205073. Supplementary Fig. S2 online, and C. gigas corazonin. Note that the AKHs and ACPs are all 10 amino acid residues long, while corazonin is 11 residues long, which might explain why corazonin does not activate the C. gigas AKHR1-A and -B receptors (Fig. 5) . AKHs, ACPs, and corazonins have many residues in common, but the ACPs have RD or KG residues at positions 8 and 7 that do not occur at these positions in AKHs.
. Primer sets used for cloning of C. gigas AKH and the four C. gigas AKH receptors. Figure S1 . cDNA and corresponding amino acid sequence of the C. gigas AKH preprohormone. The signal sequence (highlighted in grey and underlined) is followed by the AKH sequence (highlighted in yellow). The KR sequence (highlighted in green) is recognized by prohormone convertase that cleaves the protein C-terminally of the R residue. Subsequently the Cterminal KR residues are removed by a carboxypeptidase, after which the G residue (highlighted in blue) is converted into a C-terminal amide group. The C-terminal half of the preprohormone is highlighted in grey and contains two C residues (underlined) that form a cystine bridge. The cloned cDNA sequence was submitted to GenBank with the following accession number: KM205073. ACPs are all 10 amino acid residues long, while corazonin is 11 residues long, which might explain why corazonin does not activate the C. gigas AKHR1-A and -B receptors (Fig. 5) . AKHs, ACPs, and corazonins have many residues in common, but the ACPs have RD or KG residues at positions Figure S4 . Amino acid sequences and GenBank accession numbers of the preprohormones of the peptides given in Table 1 . The signal peptides are underlined. The biologically active sequences are highlighted in yellow, the dibasic cleavage sites for prohormone convertase are highlighted in green, and the glycine residues, which are converted into C-terminal amide groups are highlighted in blue. Cysteine residues that could form cystine bridges are highlighted in red. Table 1 plus selected AKHs, ACPs, corazonins and GnRHs. It can be seen that the proto-AKHs are more similar to AKHs (and ACPs) than to GnRHs. Supplementary Fig. S6 online. Again, it can be seen that the proto-AKHs are more related to AKH (and ACP) than to GnRH. Table S1 . Primers used for cloning of C.gigas AKH, C. gigas AKHR1-A, C. gigas AKHR1-B, C. gigas AKHR1-C, C. gigas AKHR1-D, and C. gigas AKHR2 cDNAs. The sense primers for cloning C. gigas AKHR1-A and C. gigas AKHR1-B contain a PstI restriction site marked with green, while all the antisense primers for cloning the receptors contain a SacII restriction site marked with red. A Kozak consensus sequence marked with blue was included in the 5' end of the sense primers, which began at the first nucleotide of the receptor coding DNA sequence to facilitate the gene expression in CHO cells. 
Figure S7. Phylogenetic tree of the peptides aligned in
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